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[ ABSTRACT] Aim To investigate the effect of simvastatin on CD40 expression induced by tumor necrosis factora (TNF-

a) and interferorr ¥ (IFN-Y) .

Methods Human umbilical vein endothelial cells (hUVECs) cell line ( ECV-304) were cul-
tured with simvastatin (O~ 10 Hmol/L) , and stimulated with 100 kU/L TNF-a and 1 500 kU/L IFN- Y.

We detected CD40 ex-

pression levels in hUVECs by reverse transcriptiorr polymerase chain reaction ( RT-PCR) and flow cytometry (FCM) analysis.
Results In ECV-304, exposure to TNF-a ( 100 kU/L) plus TFN-¥ (1 500 kU/L) resulted in a marked increase in CD40 expres

sion; CD40 mRNA expression reached a maximum at 9 h, and protein at 20 h.

Simvastatin attenuated the expression of CD40

exposed to TNF-a (100 kU/L) plus IFN-v (1 500 kU/L) in a dose- dependent manner, with a maximal effect at concentration of 10

Hmol/L.

of antr inflammatory and immunological effect of statins.
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On mRNA level, relative intensity quantification compared with basal were 90. 9% £38. 8% vs 228. 0% *49. 6%
(P< 0.05); on protein level, CD40" cells ratio were 20. 1% £1.3% vs 54. 1% 6. 1% ( P< 0. 05).
Simvastatin can inhibit CD40 expression induced by TNF-o/ IFN- V.

Conclusions

These results may have important implications for mechanism
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1. BEFEET o MFRE v iESBIS IR 40 FEMFBER(x s, n=3)
Table 1. Time dependent manner of CD40 expression induced by TNF o/ IFN-Y (x L5, n= 3)

CD40 mRNA( %) CD40 ZE (%)
B BT
LAt of R 4L TNF-o/ TFN-v £ Al R 4H TNF-o/ IFN-v 41

KT 91.9%17.0 KT 3.810.8
6h 82.0%13.5 147.0+23. 2 6 /N 4.8%1.0 16.6%6.5
9h 81.5%+7.2 231.8+12.0 12 /i 5.3%1.3 28 +9. 0°
12h 87.3%17.1 154. 1 £20. 2° 20 /N 4.8%1.0 68+9. 2"
15h 86.5%12.3 122.3%22.0 24 /N 4.3%0.6 60. 419, 7¢
18 h 89.2+14.7 94.7%15.8

SR IBA L, a: P< 0.05, b: P< 0.01,

F 2. FiRMITX ECV-304 AR HINE 40 FERIENE & AR a0 A% 4D B 8 umol A

WER (x L5, n=3)
Table 2. Dose dependent manner of simvastatin on CD40 ex
pression induced by TNF- o/ IFN-Y in ECV-304 cell

FARMTTIRE CD40 mRNA( % ) CD40 FEH (%)
K% 228.0£49. 6 54.1%6.1
1.0 Hmol/LL 198.9%22.5 37.8%1.8
2.5 Hmol/LL 181.2 £56. 5° 33.2%3.7"
5.0 Hmol/L 128.3%27. 4 31.619.4"
7.5 Umol/LL 131. 9 £40. 9 23.0%1.3"
10. 0 Bmol/L 90. 6 +39. 3 20.1%1.3"

S5RMZHHE, a: P<0.05, b: P< 0.0l
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Figure 1. Effect of simvastatin on CD40 expression induced by
TNF o/ IFN- Y in ECV-304 cell
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